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AMENDMENTS 

Listing of Claims 

The following listing of claims replaces all previous listings or versions thereof: 

1. (Presently amended) A transgenic mouse, the cells of which compiise at least one 
endogenous altered LXRa allele , wherein said altered LXRa allele comprises the 
insertion of a selectable marker gene, that ommot e xpr e ss LXRa that r e sponds to di e ta ry 
cholesterol , wherein said mouse shows a phenotype of increased hepatic cholesterol 
accumulation when fed a 2% cholesterol diet for seven days compared to a control 
animal . 

2. (Presently amended) The transgenic mouse of claim 1, wherein said cells comprise two 
endogenous altered LXRa alleles , wherein said altered LXRa alleles both comprise the 
insertion of a selectable marker gene that cannot e xpr e ss LXRa that -reB ; ponds to dietary 
chol e st e rol , and wherein said mouse shows a phenotype of hepatomegaly when fed a 2% 
cholesterol diet for ninety d ays. 

3. (Canceled) 

4. (Previously amended) The transgenic mouse of claim 1, wherein a transcript produced 
from said endogenous altered LXRa allele contains an interruption in the LXRa coding 
sequence. 

5. (Previously amended) The transgenic mouse of claim 2, wherein a transcript produced 
from said endogenous altered LXRa alleles both contain an interruption in the LXRa 
coding sequences. 



25352614,] -2- 



Received from < 512 536 4598 > at 10131103 5:09:09 PM [Eastern Standard Time] 



10/31/03 FRI 16:09 FAX 512 536 4598 



FULBR I GHT- JAWORSK I 



@006 



6. (Previously amended) The transgenic mouse of claim 1, wherein said endogenous altered 
LXRa allele contains a nonsense mutation that truncates the corresponding encoded 
LXRa polypeptide. 

7. (Previously amended) The transgenic mouse of claim 2, wherein said endogenous altered 
LXRa alleles both contain a nonsense mutation that truncates the corresponding encoded 
LXRa polypeptide, 

8. (Previously amended) The transgenic mouse of claim 1, wherein said endogenous altered 
LXRa allele contains a deletion of LXRa coding sequences. 

9. (Previously amended) The transgenic mouse of claim 2, wherein said endogenous altered 
LXRa alleles both contain a deletion of LXRa coding sequences. 

10. (Previously amended) The transgenic mouse of claim 1, wherein said endogenous altered 
LXRa allele contains a mutation in the 5' regulatory region of the LXRa gene. 

11. (Previously amended) The transgenic mouse of claim 2, wherein said altered endogenous 
LXRa alleles both contain a mutation in the 5' regulatory region of the LXRa genes. 

12. (Previously amended) The transgenic mouse of claim 10 ? wherein said alteration 
comprises substitution of an inducible/repressable promoter for the endogenous LXRa. 
promoter, 

13. (Previously amended) The transgenic mouse of claim 11 ? wherein said alterations 
comprise substitution of inducible/repressable promoters for both of the endogenous 
LXRa promoters. 

14-20. (Canceled) 
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21. (Presently amended) A method for screening a candidate substance for the ability to 
reduce cholesterol levels via LXRa in a mammal comprising: 

(a) providing a transgenic mouse, the cells of which comprise at least one 
endogenous altered LXRa allele , wherein said altered LXRa allele comprises th e 
insertion of a selectable marker gene that cannot oxpro ss-L XRq that r e sponds to 
dietary cholesterol ; 

(b) treating said mouse with said candidate substance; and 

(c) monitoring a cholesterol-related phenotype in said mouse, 

wherein a reduction in said cholesterol-related phenotype in said mouse treated with said 
candidate substance, as compared to a similar mouse not treated with said candidate 
substance, indicates that said candidate substance reduces cholesterol levels via an 
LXRcc-independent mechanism . 

22. (Canceled) 

23. (Original) The method of claim 21 , wherein said phenotype is cholesterol absorption, 
circulating cholesterol, hepatic cholesterol, hepatomegaly, atherosclerosis, cardiac failure, 
cardiac (atrophy/hypertrophy), activity level, survival, cancer, reproduction, immune 
function, $kin disease, cognitive function, and adrenal function. 

24. (Previously amended) The method of claim 21, wherein said mouse is maintained on a 
high cholesterol diet. 

25. (Previously amended) The method of claim 21, wherein said mouse further is treated with 
an agent that blocks cholesterol biosynthesis. 

26. (Presently amended) The method of claim 21 } wherein said cells comprise two 
endogenous altered LXRa alleles that cannot ex-pfess-LX Ra that responds to di e tary 
chol e st e rol , each, allele comprising the insertion of a selectable marker gene . 
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27. (Presently amended) A method for screening a candidate substance for the ability to 
increase bile acid synthesis via LXRcc in a mammal comprising: 

(a) providing a transgenic mouse, the cells of which comprise at least one 
endogenous altered LXRa allele , wherein said altered LXRa allele comprises t he 
insertion of a selectable mark eiLsene that cannot e xpr e ss LXRa that r e sponds to 




(b) treating said mouse with said candidate substance; and 

(c) monitoring a bile acid-related phenotype in said mouse, 

wherein an increase in said bile acid-related phenotype in said mouse treated with said 
candidate substance, as compared to a similar mouse not treated with said candidate 
substance, indicates that said candidate substance increases bile acid synthesis via an 
LXRa-independent mechanism . 

28. (Canceled) 

29. (Original) The method of claim 27, wherein said bile acid-rclated phenotype is selected 
from the group consisting of cholesterol level, Cyp7a synthesis, fecal bile acid excretion, 
bile acid pool size and bile acid composition. 

30-43. (Canceled) 

44. (Presently amended) A transgenic mouse cell which comprises at least one endogenous 
altered LXRa slide, wherein said altered LXRa allele compr ises the insertion of a 
selectable marker gene that cannot e xprcss LXRa th sfr rosponds to di e ta r- y cholest e rol . 

45. , (Presently amended) The transgenic cell of claim 44., wherein said cell comprises two 

endogenous altered LXRa alleles , wherein said altered LXRa a lleles both comprise the 
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insertion of a selectable marker gene 
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46-58. (Canceled) 



25352614.1 "6- 

Received from < 512 536 4598 > at 10/31/03 5:09:09 PM [Eastern Standard Time] 



